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Question #: 11 
1D: 57728 Which of the following is NOT a risk associated with prednisone use? 
Corect 
Select one: 
Flag question 


Send Feedback Osteoporosis % 
Hypotension v 
His Rose Wang (ID:113212) this answer is correct. Prednisone use is associated with 

hypertension, not hypotension. 


Glaucoma X 
Glucose intolerance * 


Marks for this submission: 1.00/1.00. 
TOPIC: Polymyalgia Rheumatica & Giant-Cell Arteritis 


LEARNING OBJECTIVE: 
To understand the treatment of polymyalgia rheumatica (PMR) and giant-cell arteritis (GCA). 


BACKGROUND: 


PMR is an inflammatory rheumatic condition characterized clinically by aching and morning stiffness lasting 
for hours. Patients typically have significant proximal muscle discomfort, particularly around the shoulders, 
across the neck, and in the buttocks and thighs, that interferes with activities of daily living. Systemic 
symptoms, including fever, malaise, weight loss, and fatigue are present in 40 - 50% of patients. PMR 
generally occurs in patients over the age of 50. It is generally a recent, discrete change in musculoskeletal 
symptoms, with an abrupt, acute onset, PMR can be associated with GCA, which is also known as temporal 
arteritis. These two disorders may represent different clinical manifestations of a shared disease process. 16 - 
21% of patients with PMR will develop GCA and 40 - 60% of patients with GCA will develop PMR. GCA is 
categorized as a chronic vasculitis of large- and medium-sized vessels with predominance for the cranial 
branches of the arteries originating from the aortic arch. Patients with GCA generally present with headache 
and scalp tenderness in the temporal or occipital areas, claudication of the jaw or tongue, and partial or 
complete monocular vision loss. Similarly to PMR, systemic symptoms are common and include fever, 
fatigue, and weight loss. GCA occurs less frequently than PMR, affecting 0.2% of people age 50 and older 
with a peak incidence at age 70 - 75. Both PMR and GCA are approximately twice as frequent in women than 
in men. The main goal of PMR treatment is relief of symptoms and has not been shown to improve prognosis 
or prevent progression to GCA. All patients with PMR should be initially treated with low-dose systemic 
corticosteroids. Non-steroidal anti-inflammatory drugs (NSAIDs) are typically ineffective or result in only 
partial improvement of symptoms in patients with PMR. A lower dose of prednisone is required to alleviate 
musculoskeletal symptoms in PMR than to control the vascular inflammation associated with GCA. An initial 
prednisone dose of 15 mg/day is suggested, but lower doses of 7.5 - 10 mg/day may be sufficient in smaller 
patients with mild symptoms. On the contrary, initial doses of 20 - 25 mg/day may be appropriate in an 
otherwise healthy patient with severe aching and systemic symptoms. Patients typically respond quickly to 
corticosteroid therapy with the majority experiencing significant improvement within days of starting 
treatment. Subsequently, the corticosteroid dose should be gradually reduced and many patients can be 
tapered off in 1 - 2 years. However, some patients may require corticosteroid therapy for 5 - 10 years or 
indefinitely. Persistent aching and stiffness or persistent fevers and systemic symptoms despite corticosteroid 
therapy suggest an alternative diagnosis. Elevations in erythrocyte sedimentation rate (ESR) and C-reactive 
protein (CRP) typically revert back to normal with low-dose prednisone in association with symptomatic 
improvement. Continued or recurrent high levels of ESR or CRP in an asymptomatic patient should raise 
concern about concurrent GCA or another diagnosis (e.g. malignancy, infection). 


RATIONALE: 
Correct Answer: 


* Hypotension - Prednisone use is associated with hypertension, not hypotension. 


Incorrect Answers: 


© Osteoporosis - Risks of systemic corticosteroid therapy include osteoporosis, glucose intolerance, 


Question #: 12 


1D: 57781 


Incorrect 


hypertension, glaucoma, and cataracts. 


* Glaucoma - Risks of systemic corticosteroid therapy include osteoporosis, glucose intolerance, 
hypertension, glaucoma, and cataracts. 


* Glucose intolerance - Risks of systemic corticosteroid therapy include osteoporosis, glucose 
intolerance, hypertension, glaucoma, and cataracts. 


TAKEAWAY/KEY POINTS: 


Risks of systemic corticosteroid therapy include osteoporosis, glucose intolerance, hypertension, glaucoma, 
and cataracts. 


REFERENCE: 


[1] Hanly JG. Polymyalgia rheumatica and giant-cell arteritis. In: Compendium of Therapeutic Choices, Ottawa, 
ON: Canadian Pharmacists Association. https://myrxtx.ca. 


[2] Docken WP. Clinical manifestations and diagnosis of polymyalgia rheumatica. In: Matteson EL, ed. 
UpToDate. Waltham, MA.: UpToDate. 


[3] Langford CA, Fauci AS. The vasculitis syndromes, In: Jameson J, Fauci AS, Kasper DL, Hauser SL, Longo DL, 
Loscalzo J. eds. Harrison's Principles of Internal Medicine, 20e. New York, NY: McGraw-Hill. 


[4] Docken WP, Rosenbaum JT. Clinical manifestations of giant cell arteritis. In: Matteson EL, Trobe J, eds. 
UpToDate. Waltham, MA.: UpToDate. 


The correct answer is: Hypotension 


Which of the following statements regarding giant-cell arteritis (GCA) is FALSE? 


Select one: 
Patients with GCA often present with claudication of the upper arms and legs Y 
GCA is also commonly referred to as temporal arteritis % 


GCA usually only affects x 


ade adult Swuith a peak Rose Wang (ID:113212) this answer is incorrect. Although GCA 
A E 70 occurs less frequently than PMR, it also usually affects older 
and 79 adults and the peak incidence occurs between ages 70 and 79. 


GCA is the most common systemic vasculitis in North America X 


| incorrect 
Marks for this submission: 0.00/1.00. 
TOPIC: Polymyalgia Rheumatica & Giant-Cell Arteritis 


LEARNING OBJECTIVE: 


To understand the symptoms, risk factors, and diagnosis of polymyalgia rheumatica (PMR) and giant-cell 
arteritis (GCA). 


BACKGROUND: 


PMR is an inflammatory rheumatic condition characterized clinically by aching and morning stiffness lasting 
for hours. Patients typically have significant promixal muscle discomfort, particularly around the shoulders, 
across the neck, and in the buttocks and thighs, that interferes with activities of daily living. Systemic 
symptoms, including fever, malaise, weight loss, and fatigue is present in 40 - 50% of patients. PMR generally 
occurs in patients over the age of 50. It is generally a recent, discrete change in musculoskeletal symptoms, 
with an abrupt, acute onset. PMR can be associated with GCA, which is also known as temporal arteritis. 
These two disorders may represent different clinical manifestations of a shared disease process, 16 - 21% of 
patients with PMR will develop GCA and 40 - 60% of patients with GCA will develop PMR. GCA, also known 
as temporal arteritis, is categorized as a chronic vasculitis of large- and medium-sized vessels with 
predominance for the cranial branches of the arteries originating from the aortic arch. GCA is the most 
common systemic vasculitis in Europe and North America, GCA only affects older adults and the peak 
incidence occurs between ages 70 and 79. Patients with GCA generally present with headache and scalp 
tenderness in the temporal or occipital areas, claudication of the jaw or tongue, and partial or complete 
monocular vision loss. Similarly to PMR, systemic symptoms are common and include fever, fatigue, and 
weight loss. GCA occurs less frequently than PMR, affecting 0.2% of people age 50 and older with a peak 
incidence at age 70 - 75. Both PMR and GCA are approximately twice as frequent in women than in men. 


RATIONALE: 
Correct Answer: 
* Patients with GCA often present with claudication of the upper arms and legs - Patients with GCA 


generally present with headache and scalp tenderness in the temporal or occipital areas, claudication 
of the jaw or tongue, and partial or complete monocular vision loss. 


Incorrect Answers: 


GCA is also commonly referred to as temporal arteritis - GCA, also known as temporal arteritis, is 
categorized as a chronic vasculitis of large- and medium-sized vessels with predominance for the 
cranial branches of the arteries originating from the aortic arch. 


© GCA nenally anbe affarte alder adulte with a neal incidence hatween anae 70 and 7A- Althoush 


Question #: 13 


1D: 57784 
Incorrect 
Flag question 


m i — , : 
GCA occurs less frequently than PMR, it also usually affects older adults and the peak incidence occurs 
between ages 70 and 79. 


* GCA is the most common systemic vasculitis in North America - GCA is the most common 
systemic vasculitis in Europe and North America. 


TAKEAWAY/KEY POINTS: 


Patients with GCA generally present with headache and scalp tenderness in the temporal or occipital areas, 
claudication of the jaw or tongue, and partial or complete monocular vision loss. Similarly to PMR, systemic 
symptoms are common and include fever, fatigue, and weight loss 


REFERENCE: 


[1] Hanly JG. Polymyalgia rheumatica and giant-cell arteritis. In: Compendium of Therapeutic Choices, Ottawa, 
ON: Canadian Pharmacists Association. https://myrxtx.ca. 

[2] Docken WP. Clinical manifestations and diagnosis of polymyalgia rheumatica. In: Matteson EL, ed. 
UpToDate. Waltham, MA.: UpToDate. 

[3] Langford CA, Fauci AS. The vasculitis syndromes. In: Jameson J, Fauci AS, Kasper DL, Hauser SL, Longo DL, 
Loscalzo J. eds. Harrison's Principles of Internal Medicine, 20e. New York, NY: McGraw-Hill. 

[4] Docken WP, Rosenbaum JT. Clinical manifestations of giant cell arteritis. In: Matteson EL, Trobe J, eds. 
UpToDate. Waltham, MA.: UpToDate. 

[5] Buckley L, Guyatt G, Fink HA, et al. 2017 American College of Rheumatology guideline for the prevention 
and treatment of glucocorticoid-induced osteoporosis, Arth Care Res 2017;69:1521-1537. 


The correct answer is: Patients with GCA often present with claudication of the upper arms and legs 


MZ is experiencing vision loss in her right eye and the doctor has diagnosed her with giant-cell 
arteritis (GCA). The doctor would like to start her on IV methylprednisolone. 


Which regimen would you recommend? 


Select one: 


Methylprednisolone 1 g IV daily x 3 days, then prednisone 50 mg po daily ¥ 
Methylprednisolone 2 x 


g IV daily x 3 days, then Rose Wang (ID:113212) this answer is incorrect. If there is strong 
BURR oR NTC oO suspicion of GCA as the cause of visual loss, the use of 
day methylprednisolone 1 g IV daily x 3 days, followed by oral therapy with 


prednisone is recommended. 


Methylprednisolone 1 g IV daily x 1 week, then prednisone 50 mg po daily * 
Methylprednisolone 2 g IV daily x 1 week, then prednisone 50 mg po daily * 


| incorrect 
Marks for this submission: 0.00/1.00. 
TOPIC: Polymyalgia Rheumatica & Giant-Cell Arteritis 


LEARNING OBJECTIVE: 
To understand the treatment of polymyalgia rheumatica (PMR) and giant-cell arteritis (GCA). 


BACKGROUND: 


PMR is an inflammatory rheumatic condition characterized clinically by aching and morning stiffness lasting 
for hours. Patients typically have significant proximal muscle discomfort, particularly around the shoulders, 
across the neck, and in the buttocks and thighs, that interferes with activities of daily living. Systemic 
symptoms, including fever, malaise, weight loss, and fatigue is present in 40 - 50% of patients. PMR generally 
occurs in patients over the age of 50. It is generally a recent, discrete change in musculoskeletal symptoms, 
with an abrupt, acute onset. PMR can be associated with GCA, which is also known as temporal arteritis. 
These two disorders may represent different clinical manifestations of a shared disease process. 16 - 21% of 
patients with PMR will develop GCA and 40 - 60% of patients with GCA will develop PMR. GCA, also known 
as temporal arteritis, is categorized as a chronic vasculitis of large- and medium-sized vessels with 
predominance for the cranial branches of the arteries originating from the aortic arch. GCA is the most 
common systemic vasculitis in Europe and North America. GCA only affects older adults and the peak 
incidence occurs between ages 70 and 79. Patients with GCA generally present with headache and scalp 
tenderness in the temporal or occipital areas, claudication of the jaw or tongue, and partial or complete 
monocular vision loss. Similarly to PMR, systemic symptoms are common and include fever, fatigue, and 
weight loss. GCA occurs less frequently than PMR, affecting 0.2% of people age 50 and older with a peak 
incidence at age 70 - 75. Both PMR and GCA are approximately twice as frequent in women than in men. The 
mainstay of therapy for GCA is high-dose systemic corticosteroids, which should be initiated immediately 
once the diagnosis of GCA is strongly suspected. If there are no signs or symptoms of visual loss, the 
recommended initial treatment is prednisone 1 mg/kg (maximum of 60 mg/day) administered in a single 
daily dose. There is insufficient evidence to justify the upfront use of IV pulse corticosteroids in GCA patients, 
but they may be used in patients with visual loss at presentation. If there is strong suspicion of GCA as the 
cause of visual loss, the use of methylprednisolone 1 g IV daily x 3 days, followed by oral therapy with 
prednisone is recommended. 


RATIONALE: 


Correct Answer: 


Question # 14 


10:5721 


Corect 


Send Feedback 


* Methylprednisolone 1 g IV daily x 3 days, then prednisone 50 mg po daily - If there is strong 
suspicion of GCA as the cause of visual loss, the use of methylprednisolone 1 g IV daily x 3 days, 
followed by oral therapy with prednisone is recommended. 


Incorrect Answers: 


* Methylprednisolone 2 g IV daily x 3 days, then prednisone 50 mg po daily - If there is strong 
suspicion of GCA as the cause of visual loss, the use of methylprednisolone 1 g IV daily x 3 days, 
followed by oral therapy with prednisone is recommended. 


Methylprednisolone 1 g IV daily x 1 week, then prednisone 50 mg po daily - If there is strong 
suspicion of GCA as the cause of visual loss, the use of methylprednisolone 1 g IV daily x 3 days, 
followed by oral therapy with prednisone is recommended. 


Methylprednisolone 2 g IV daily x 1 week, then prednisone 50 mg po daily - If there is strong 
suspicion of GCA as the cause of visual loss, the use of methylprednisolone 1 g IV daily x 3 days, 
followed by oral therapy with prednisone is recommended. 


TAKEAWAY/KEY POINTS: 


There is insufficient evidence to justify the upfront use of IV pulse corticosteroids in GCA patients, but they 
may be used in patients with visual loss at presentation, If there is strong suspicion of GCA as the cause of 
visual loss, the use of methylprednisolone 1 g IV daily x 3 days, followed by oral therapy with prednisone is 
recommended. 


REFERENCE: 


[1] Hanly JG. Polymyalgia rheumatica and giant-cell arteritis. In: Compendium of Therapeutic Choices. Ottawa, 
ON: Canadian Pharmacists Association. https://myrxtx.ca 


[2] Docken WP. Clinical manifestations and diagnosis of polymyalgia rheumatica. In: Matteson EL, ed. 
UpToDate. Waltham, MA.: UpToDate. 


[B] Langford CA, Fauci AS. The vasculitis syndromes. In: Jameson J, Fauci AS, Kasper DL, Hauser SL, Longo DL, 
Loscalzo J. eds. Harrison's Principles of Internal Medicine, 20e. New York, NY: McGraw-Hill. 


[4] Docken WP, Rosenbaum JT. Clinical manifestations of giant cell arteritis. In: Matteson EL, Trobe J, eds. 
UpToDate. Waltham, MA.: UpToDate. 


[5] Buckley L, Guyatt G, Fink HA, et al. 2017 American College of Rheumatology guideline for the prevention 
and treatment of glucocorticoid-induced osteoporosis. Arth Care Res 2017;69:1521-1537. 


The correct answer is: Methylprednisolone 1 g IV daily x 3 days, then prednisone 50 mg po daily 


Which of the following statements regarding corticosteroid-sparing therapies in polymyalgia rheumatica 
(PMR) is FALSE? 


Select one: 
Routine use of adjunctive therapy in combination with corticosteroids is not recommended * 


Methotrexate can be used in 
certain situations in similar doses 
as in rheumatoid arthritis 


Rose Wang (ID: 113212) this answer is correct. Only 
relatively low doses of methotrexate in the range of 7.5 - 10 
mg/week have been studied in PUR. 


Infliximab and etanercept are not recommended in the treatment of PMR ® 


Tociluzumab has shown a beneficial effect for the treatment of PMR in small studies * 


Marks for this submission: 1.00/1.00. 
TOPIC: Polymyalgia Rheumatica & Giant-Cell Arteritis 


LEARNING OBJECTIVE: 
To understand the treatment of polymyalgia rheumatica (PMR) and giant-cell arteritis (GCA). 


BACKGROUND: 


PMR is an inflammatory rheumatic condition characterized clinically by aching and morning stiffness lasting 
for hours. Patients typically have significant proximal muscle discomfort, particularly around the shoulders, 
across the neck, and in the buttocks and thighs, that interferes with activities of daily living. Systemic 
symptoms, including fever, malaise, weight loss, and fatigue are present in 40 - 50% of patients. PMR 
generally occurs in patients over the age of 50. It is generally a recent, discrete change in musculoskeletal 
symptoms, with an abrupt, acute onset. PMR can be associated with GCA, which is also known as temporal 
arteritis. These two disorders may represent different clinical manifestations of a shared disease process. 16 - 
21% of patients with PMR will develop GCA and 40 - 60% of patients with GCA will develop PMR. GCA is 
categorized as a chronic vasculitis of large- and medium-sized vessels with predominance for the cranial 
branches of the arteries originating from the aortic arch. Patients with GCA generally present with headache 
and scalp tendemess in the temporal or occipital areas, claudication of the jaw or tongue, and partial or 
complete monocular vision loss. Similarly to PMR, systemic symptoms are common and include fever, 
fatigue, and weight loss. GCA occurs less frequently than PMR, affecting 0.2% of people age 50 and older 
with a peak incidence at age 70 - 75. Both PMR and GCA are approximately twice as frequent in women than 
in men. The main goal of PMR treatment is relief of symptoms and has not been shown to improve prognosis 
ar nravent nroaaraccinn ta GCA All natiente with PMR chauld ha initially treated with low-dace evctamic 


Question #: 15 


1D: 57725 
Corect 


Flag question 


corticosteroids. s) are typically ineffective or result in only 
partial improvement of symptoms in patients with PMR. A lower dose of prednisone is required to allevi 
musculoskeletal symptoms in PMR than to control the vascular inflammation associated with GCA. An initial 
prednisone dose of 15 mg/day is suggested, but lower doses of 7.5 - 10 mg/day may be sufficient in smaller 
patients with mild symptoms. On the contrary, initial doses of 20 - 25 mg/day may be appropriate in an 
otherwise healthy patient with severe aching and systemic symptoms. Routine use of adjunctive therapy is 
not recommended as definitive symptomatic control of PMR can generally be achieved with low doses of 
corticosteroids. Indications for considering the addition of an adjunctive drug include pre-existing 
comorbidities (e.g. osteoporosis, diabetes mellitus), development of adverse effects from corticosteroids, or 
multiple symptom relapses. Methotrexate may be used in these situations as evidence from 2 small 
randomized trials suggests that it may improve remission rates and decrease disease activity when used in 
combination with corticosteroids in patients with newly diagnosed PMR. However, only relatively low doses 
of methotrexate in the range of 7.5 - 10 mg/week have been studied in this setting. Biologic therapies (e.g. 
infliximab, etanercept) have failed to demonstrate a significant benefit compared to corticosteroids. Thus, the 
use of infliximab and etanercept are not recommended in PMR. A beneficial effect of tociluzumab in the 
treatment of PMR has been reported in many case reports and small studies. However, larger randomized 
controlled trials are warranted to determine the efficacy and safety of tocilizumab in this setting. 


RATIONALE: 


Correct Answer: 


+ Methotrexate can be used in certain situations in similar doses as in rheumatoid art is - Only 
relatively low doses of methotrexate in the range of 7.5 - 10 mg/week have been studied in PMR. 


Incorrect Answers: 


* Routine use of adjunctive therapy in combination with corticosteroids is not recommended - 
Routine use of adjunctive therapy is not recommended as definitive symptomatic control of PMR can 
generally be achieved with low doses of corticosteroids. 


Infliximab and etanercept are not recommended in the treatment of PMR - Biologic therapies 
(e.g. infliximab, etanercept) have failed to demonstrate a significant benefit compared to 
corticosteroids. 


Tociluzumab has shown a beneficial effect for the treatment of PMR in small studies - A 
beneficial effect of tociluzumab in the treatment of PMR has been reported in many case reports and 
small studies. 


TAKEAWAY/KEY POINTS: 


Evidence from 2 small randomized trials suggests that methotrexate may improve remission rates and 
decrease disease activity when used in combination with corticosteroids in patients with newly diagnosed 
PMR. However, only relatively low doses of methotrexate in the range of 7.5 - 10 mg/week have been studied 
in this setting. 


REFERENCE: 


[1] Hanly JG. Polymyalgia rheumatica and giant-cell arteritis. In: Compendium of Therapeutic Choices. Ottawa, 
ON: Canadian Pharmacists Association. https://myrxtx.ca. 


[2] Docken WP. Clinical manifestations and diagnosis of polymyalgia rheumatica. In: Matteson EL, ed. 
UpToDate. Waltham, MA.: UpToDate. 


[3] Langford CA, Fauci AS. The vasculitis syndromes. In: Jameson J, Fauci AS, Kasper DL, Hauser SL, Longo DL, 
Loscalzo J. eds. Harrison's Principles of Internal Medicine, 20e. New York, NY: McGraw-Hill. 


[4] Docken WP, Rosenbaum JT. Clinical manifestations of giant cell arteritis. In: Matteson EL, Trobe J, eds. 
UpToDate. Waltham, MA.: UpToDate. 


[5] Buckley L, Guyatt G, Fink HA, et al. 2017 American College of Rheumatology guideline for the prevention 
and treatment of glucocorticoid-induced osteoporosis. Arth Care Res 2017;69:1521-1537. 


The correct answer is: Methotrexate can be used in certain situations in similar doses as in rheumatoid 
arthritis 


All patients newly diagnosed with polymyalgia rheumatica (PMR) should be initially treated with: 


Select one: 
Non-steroidal anti-inflammatory drugs (NSAIDs) ® 
Corticosteroids w 
Rose Wang (ID: 113212) this answer is correct. All patients with PMR should be 
initially treated with low-dose systemic corticosteroids. 
Methotrexate * 


Leflunomide * 


Marks for this submission: 1.00/1.00. 
TOPIC: Polymyalgia Rheumatica & Giant-Cell Arteritis 


LEARNING OBJECTIVE: 


Question #: 16 


1D: 57722 
Corect 
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BACKGROUND: 


PMR is an inflammatory rheumatic condition characterized clinically by aching and morning stiffness lasting 
for hours. Patients typically have significant proximal muscle discomfort, particularly around the shoulders, 
across the neck, and in the buttocks and thighs, that interferes with activities of daily living. Systemic 
symptoms, including fever, malaise, weight loss, and fatigue is present in 40 - 50% of patients. PMR generally 
‘occurs in patients over the age of 50. It is generally a recent, discrete change in musculoskeletal symptoms, 
with an abrupt, acute onset. PMR can be associated with GCA, which is also known as temporal arteritis. 
These two disorders may represent different clinical manifestations of a shared disease process. 16 - 21% of 
patients with PMR will develop GCA and 40 - 60% of patients with GCA will develop PMR. GCA is categorized 
as a chronic vasculitis of large- and medium-sized vessels with predominance for the cranial branches of the 
arteries originating from the aortic arch, Patients with GCA generally present with headache and scalp 
tenderness in the temporal or occipital areas, claudication of the jaw or tongue, and partial or complete 
monocular vision loss. Similarly to PMR, systemic symptoms are common and include fever, fatigue, and 
weight loss. GCA occurs less frequently than PMR, affecting 0.2% of people age 50 and older with a peak 
incidence at age 70 - 75. Both PMR and GCA are approximately twice as frequent in women than in men. The 
main goal of PMR treatment is relief of symptoms and has not been shown to improve prognosis or prevent 
progression to GCA. All patients with PMR should be initially treated with low-dose systemic corticosteroids. 
Non-steroidal anti-inflammatory drugs (NSAIDs) are typically ineffective or result in only partial improvement 
of symptoms in patients with PMR. A lower dose of prednisone is required to alleviate musculoskeletal 
symptoms in PMR than to control the vascular inflammation associated with GCA. A initial prednisone dose 
of 15 mg/day is suggested, but lower doses of 7.5 - 10 mg/day may be sufficient in smaller patients with mild 
symptoms. On the contrary, initial doses of 20 - 25 mg/day may be appropriate in an otherwise healthy 
patient with severe aching and systemic symptoms. Patients typically respond quickly to corticosteroid 
therapy with the majority experiencing significant improvement within days of starting treatment. 
Subsequently, the corticosteroid dose should be gradually reduced and many patients can be tapered off in 1 
- 2 years. However, some patients may require corticosteroid therapy for 5 - 10 years or indefinitely. 
Persistent aching and stiffness or persistent fevers and systemic symptoms despite corticosteroid therapy 
suggest an alternative diagnosis. 


RATIONALE: 
Correct Answer: 


* Corticosteroids - All patients with PMR should be initially treated with low-dose systemic 
corticosteroids. 


Incorrect Answers: 


+ Non-steroidal anti-inflammatory drugs (NSAIDs) - NSAIDs are typically ineffective or result in only 
partial improvement of symptoms in patients with PMR. 


e Methotrexate - Methotrexate can be considered in certain patients with significant risk for 
corticosteroid toxicity. 


* Leflunomide - Leflunomide is an immunomodulator that may have corticosteroid-sparing properties, 
but is not routinely used in the treatment of PMR. 


TAKEAWAY/KEY POINTS: 


All patients with PMR should be initially treated with low-dose systemic corticosteroids, Non-steroidal anti- 
inflammatory drugs (NSAIDs) are typically ineffective or result in only partial improvement of symptoms in 
patients with PMR. 


REFERENCE: 


[1] Hanly JG. Polymyalgia rheumatica and giant-cell arteritis. In: Compendium of Therapeutic Choices. Ottawa, 
ON: Canadian Pharmacists Association. https://mymtx.ca. 

[2] Docken WP. Clinical manifestations and diagnosis of polymyalgia rheumatica. In: Matteson EL, ed. 
UpToDate. Waltham, MA.: UpToDate. 

B] Langford CA, Fauci AS. The vasculitis syndromes. In: Jameson J, Fauci AS, Kasper DL, Hauser SL, Longo DL, 
Loscalzo J. eds. Harrison's Principles of Internal Medicine, 20e. New York, NY: McGraw-Hill. 

[4] Docken WP, Rosenbaum JT. Clinical manifestations of giant cell arteritis. In: Matteson EL, Trobe J, eds. 
UpToDate. Waltham, MA.: UpToDate. 


The correct answer is: Corticosteroids 


Which of the following statements regarding monitoring of recurrent polymyalgia rheumatica (PMR) is 
FALSE? 
Select one: 

Recurrent symptoms occur in >50% of patients when corticosteroids are being tapered X 

The corticosteroid dose w 


should bè meraka Rose Wang (ID:113212) this answer is correct. Minor elevations in the 

slightly if the ESR or CRP erythrocyte sedimentation rate (ESR) and C-reactive protein (CRP) do 

iiaseces not warrant any change in the corticosteroid dose in the absence of 
symptoms. 


Relapses of PMR are more common with prednisone doses under 10 mg/day * 


Relapses of PMR are more common in the first 1 - 2 years of treatment X 


Question #: 17 


10: 57720 


Marks for this submission: 1.00/1.00. 
TOPIC: Polymyalgia Rheumatica & Giant-Cell Arteritis 


LEARNING OBJECTIVE: 
To understand the treatment of polymyalgia rheumatica (PMR) and giant-cell arteritis (GCA). 


BACKGROUND: 


PMR is an inflammatory rheumatic condition characterized clinically by aching and morning stiffness lasting 
for hours. Patients typically have significant proximal muscle discomfort, particularly around the shoulders, 
across the neck, and in the buttocks and thighs, that interferes with activities of daily living. Systemic 
symptoms, including fever, malaise, weight loss, and fatigue are present in 40 - 50% of patients. PMR 
generally occurs in patients over the age of 50. It is generally a recent, discrete change in musculoskeletal 
symptoms, with an abrupt, acute onset, PMR can be associated with GCA, which is also known as temporal 
arteritis. These two disorders may represent different clinical manifestations of a shared disease process. 16 - 
21% of patients with PMR will develop GCA and 40 - 60% of patients with GCA will develop PMR. GCA is 
categorized as a chronic vasculitis of large- and medium-sized vessels with predominance for the cranial 
branches of the arteries originating from the aortic arch. Patients with GCA generally present with headache 
and scalp tendemess in the temporal or occipital areas, claudication of the jaw or tongue, and partial or 
complete monocular vision loss. Similarly to PMR, systemic symptoms are common and include fever, 
fatigue, and weight loss. GCA occurs less frequently than PMR, affecting 0.2% of people age 50 and older 
with a peak incidence at age 70 - 75. Both PMR and GCA are approximately twice as frequent in women than 
in men. The main goal of PMR treatment is relief of symptoms and has not been shown to improve prognosis 
or prevent progression to GCA. All patients with PMR should be initially treated with low-dose systemic 
corticosteroids, Non-stercidal anti-inflammatory drugs (NSAIDs) are typically ineffective or result in only 
partial improvement of symptoms in patients with PMR. A lower dose of prednisone is required to alleviate 
musculoskeletal symptoms in PMR than to control the vascular inflammation associated with GCA. An initial 
prednisone dose of 15 mg/day is suggested, but lower doses of 7.5 - 10 mg/day may be sufficient in smaller 
patients with mild symptoms. On the contrary, initial doses of 20 - 25 mg/day may be appropriate in an 
otherwise healthy patient with severe aching and systemic symptoms. During the course of the corticosteroid 
taper, relapses of aching and morning stiffness are frequent and have been reported in >50% of PMR 
patients, Relapses are most common at prednisone doses under 10 mg/day and in the first 1 - 2 years of 
treatment. In addition, recurrences may even occur months or years after complete discontinuation of 
corticosteroid therapy. Asymptomatic patients may also have elevations in the erythrocyte sedimentation 
rate (ESR) and C-reactive protein (CRP). However, minor elevations in the ESR and CRP do not warrant any 
change in the corticosteraid dose in the absence of symptoms. Asymptomatic patients with significant 
elevations should be evaluated for the possibility of giant-cell arthritis (GCA). 


RATIONALE: 
Correct Answer: 


* The corticosteroid dose should be increased slightly if the ESR or CRP increases - Minor 
elevations in the erythrocyte sedimentation rate (ESR) and C-reactive protein (CRP) do not warrant any 
change in the corticosteroid dose in the absence of symptoms. 


Incorrect Answers: 


* Recurrent symptoms occur in >50% of patients when corticosteroids are being tapered - During 
the course of the corticosteroid taper, relapses of aching and morning stiffness are frequent and have 
been reported in >50% of PMR patients. 


* Relapses of PMR are more common with prednisone doses under 10 mg/day - Relapses are most 
common at prednisone doses under 10 mg/day and in the first 1 - 2 years of treatment. 


* Relapses of PMR are more common in the first 1 - 2 years of treatment - Relapses are most 
common at prednisone doses under 10 mg/day and in the first 1 - 2 years of treatment. 


TAKEAWAY/KEY POINTS: 


Asymptomatic patients may also have elevations in the erythrocyte sedimentation rate (ESR) and C-reactive 
protein (CRP). However, minor elevations in the ESR and CRP do not warrant any change in the corticosteroid 
dose in the absence of symptoms. Asymptomatic patients with significant elevations should be evaluated for 
the possibility of giant-cell arteritis (GCA). 
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The correct answer is: The corticosteroid dose should be increased slightly if the ESR or CRP increases 


Adiunctive methotrexate can be considered in all of the followina situations EXCEPT: 


Corect 


Fag question 


Select one: 
Pre-existing osteoporosis % 
Glucose intolerance due to prednisone use % 


Pre-existing w 
renal. 
impairment 


Rose Wang (ID:113212) this answer is correct. Methotrexate may cause 
nephrotoxicity andis contraindicated in patients with severe renal impairment. 


Multiple symptom relapses while on prednisone % 


(correct | 
Marks for this submission: 1.00/1.00. 
TOPIC: Polymyalgia Rheumatica & Giant-Cell Arteritis 


LEARNING OBJECTIVE: 
To understand the treatment of polymyalgia rheumatica (PMR) and giant-cell arteritis (GCA). 


BACKGROUND: 


PMR is an inflammatory rheumatic condition characterized clinically by aching and morning stiffness lasting 
for hours. Patients typically have significant proximal muscle discomfort, particularly around the shoulders, 
across the neck, and in the buttocks and thighs, that interferes with activities of daily living. Systemic 
symptoms, including fever, malaise, weight loss, and fatigue is present in 40 - 50% of patients. PMR generally 
occurs in patients over the age of 50. It is generally a recent, discrete change in musculoskeletal symptoms, 
with an abrupt, acute onset. PMR can be associated with GCA, which is also known as temporal arteritis. 
These two disorders may represent different clinical manifestations of a shared disease process. 16 - 21% of 
patients with PMR will develop GCA and 40 - 60% of patients with GCA will develop PMR. GCA is categorized 
as a chronic vasculitis of large- and medium-sized vessels with predominance for the cranial branches of the 
arteries originating from the aortic arch, Patients with GCA generally present with headache and scalp 
tenderness in the temporal or occipital areas, claudication of the jaw or tongue, and partial or complete 
monocular vision loss. Similarly to PMR, systemic symptoms are common and include fever, fatigue, and 
weight loss. GCA occurs less frequently than PMR, affecting 0.2% of people age 50 and older with a peak 
incidence at age 70 - 75. Both PMR and GCA are approximately twice as frequent in women than in men. The 
main goal of PMR treatment is relief of symptoms and has not been shown to improve prognosis or prevent 
progression to GCA. All patients with PMR should be initially treated with low-dose systemic corticosteroids. 
Non-steroidal anti-inflammatory drugs (NSAIDs) are typically ineffective or result in only partial improvement 
of symptoms in patients with PMR. A lower dose of prednisone is required to alleviate musculoskeletal 
symptoms in PMR than to control the vascular inflammation associated with GCA. A initial prednisone dose 
of 15 mg/day is suggested, but lower doses of 7.5 - 10 mg/day may be sufficient in smaller patients with mild 
symptoms. On the contrary, initial doses of 20 - 25 mg/day may be appropriate in an otherwise healthy 
patient with severe aching and systemic symptoms. Routine use of adjunctive therapy is not recommended 
as definitive symptomatic control of PMR can generally be achieved with low doses of corticosteroids. 
Indications for considering the addition of an adjunctive drug include pre-existing comorbidities (e.g. 
osteoporosis, diabetes mellitus), development of adverse effects from corticosteroids, or multiple symptom 
relapses, Methotrexate may be used in these situations as evidence from 2 small randomized trials suggests 
that it may improve remission rates and decrease disease activity when used in combination with 
corticosteroids in patients with nevily diagnosed PMR. However, only relatively low doses of methotrexate in 
the range of 7.5 - 10 ma/week have been studied in this setting. Biologic therapies (e.g. infliximab, 
etanercept) have failed to demonstrate a significant benefit compared to corticosteroids. Thus, the use of 
infliximab and etanercept are not recommended in PMR. A beneficial effect of tociluzumab in the treatment 
of PMR has been reported in many case reports and small studies. However, larger randomized controlled 
trials are warranted to determine the efficacy and safety of tocilizumab in this setting, 


RATIONALE: 
Correct Answer: 


e Pre-existing renal impairment - Methotrexate may cause nephrotoxicity and is contraindicated in 
patients with severe renal impairment. 


Incorrect Answers: 


* Pre-existing osteoporosis - Indications for considering the addition of an adjunctive drug include 
pre-existing comorbidities (e.g. osteoporosis, diabetes mellitus), development of adverse effects from 
corticosteroids, or multiple symptom relapses. 


e Glucose intolerance due to prednisone use - Indications for considering the addition of an 
adjunctive drug include pre-existing comorbidities (e.g. osteoporosis, diabetes mellitus), development 
of adverse effects from corticosteroids, or multiple symptom relapses. 


+ Multiple symptom relapses while on prednisone - Indications for considering the addition of an 
adjunctive drug include pre-existing comorbidities (e.g. osteoporosis, diabetes mellitus), development 
of adverse effects from corticosteroids, or multiple symptom relapses. 


TAKEAWAY/KEY POINTS: 


Indications for considering the addition of an adjunctive drug include pre-existing comorbidities (e.g. 
osteoporosis, diabetes mellitus), development of adverse effects from corticosteroids, or multiple symptom 
relapses, Methotrexate may be used in these situations as evidence from 2 small randomized trials suggests 
that it may improve remission rates and decrease disease activity when used in combination with 
corticosteroids in patients with newly diagnosed PMR. 
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Question #: 18 


1D: 57783 
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The correct answer is: Pre-existing renal impairment 


In a patient diagnosed with Giant Cell Arteritis (CGA) without visual loss at diagnosis, the most appropriate 
corticosteroid regimen to initiate is: 


Select one: 
Prednisone 1 {v 7 
mg/kg po daily, Rose Wang (ID:113212) this answer is correct. If there are no signs of 
maximum of 60 symptoms of visual loss, the recommended initial treatment is prednisone 1 
ma/day mg/kg (maximum of 60 mg/day) administered in a single daily dose. 


Prednisone 0.5 mg/kg po daily, maximum of 30 mg/day * 
Methylprednisone 1 g IV daily x 3 days, then oral prednisone * 
Methylprednisone 1 g IV daily x 1 week, then oral prednisone % 


{ Correct 
Marks for this submission: 1.00/1.00. 
TOPIC: Polymyalgia Rheumatica & Giant-Cell Arteritis 


LEARNING OBJECTIVE: 
To understand the treatment of polymyalgia rheumatica (PMR) and giant-cell arteritis (GCA). 


BACKGROUND: 


PMR is an inflammatory rheumatic condition characterized clinically by aching and morning stiffness lasting 
for hours. Patients typically have significant proximal muscle discomfort, particularly around the shoulders, 
across the neck, and in the buttocks and thighs, that interferes with activities of daily living. Systemic 
symptoms, including fever, malaise, weight loss, and fatigue is present in 40 - 50% of patients. PMR generally 
occurs in patients over the age of 50. It is generally a recent, discrete change in musculoskeletal symptoms, 
with an abrupt, acute onset. PMR can be associated with GCA, which is also known as temporal arteritis. 
These two disorders may represent different clinical manifestations of a shared disease process, 16 - 21% of 
patients with PMR will develop GCA and 40 - 60% of patients with GCA will develop PMR. GCA, also known 
as temporal arteritis, is categorized as a chronic vasculitis of large- and medium-sized vessels with 
predominance for the cranial branches of the arteries originating from the aortic arch. GCA is the most 
common systemic vasculitis in Europe and North America. GCA only affects older adults and the peak 
incidence occurs between ages 70 and 79. Patients with GCA generally present with headache and scalp 
tenderness in the temporal or occipital areas, claudication of the jaw or tongue, and partial or complete 
monocular vision loss. Similarly to PMR, systemic symptoms are common and include fever, fatigue, and 
weight loss. GCA occurs less frequently than PMR, affecting 0.2% of people age 50 and older with a peak 
incidence at age 70 - 75. Both PMR and GCA are approximately twice as frequent in women than in men. The 
mainstay of therapy for GCA is high-dose systemic corticosteroids, which should be initiated immediately 
once the diagnosis of GCA is strongly suspected. If there are no signs of symptoms of visual loss, the 
recommended initial treatment is prednisone 1 mg/kg (maximum of 60 mg/day) administered in a single 
daily dose. There is insufficient evidence to justify the upfront use of IV pulse corticosteroids in GCA patients, 
but they may be used in patients with visual loss at presentation. 


RATIONALE: 


Correct Answer: 


* Prednisone 1 mg/kg po daily, maximum of 60 mg/day - If there are no signs of symptoms of visual 
loss, the recommended initial treatment is prednisone 1 mg/kg (maximum of 60 mg/day) 
administered in a single daily dose. 


Incorrect Answers: 


* Prednisone 0.5 mg/kg po daily, maximum of 30 mg/day - |f there are no signs of symptoms of 
visual loss, the recommended initial treatment is prednisone 1 mg/kg (maximum of 60 mg/day) 
administered in a single daily dose. 


Methylprednisone 1 g IV daily x 3 days, then oral prednisone - If there are no signs of symptoms 
of visual loss, the recommended initial treatment is prednisone 1 mg/kg (maximum of 60 mg/day) 
administered in a single daily dose 


Methylprednisone 1 g IV daily x 1 week, then oral prednisone - If there are no signs of symptoms 
of visual loss, the recommended initial treatment is prednisone 1 mg/kg (maximum of 60 mg/day) 
administered in a single daily dose. 


Question # 19 


TAKEAWAY/KEY POINTS: 


If there are no signs of symptoms of visual loss, the recommended initial treatment is prednisone 1 mg/kg 
(maximum of 60 mg/day) administered in a single daily dose. There is insufficient evidence to justify the 
upfront use of IV pulse corticosteroids in GCA patients, but they may be used in patients with visual loss at 
presentation. 
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The correct answer is: Prednisone 1 mg/kg po daily, maximum of 60 mg/day 


Which of the following statements regarding monitoring response to therapy for polymyalgia rheumatica 
(PMR) is FALSE? 


Select one: 
Patients must be tapered w 


off corticosteroid 
therapy in 1 - 2 years 


Rose Wang (ID: 113212) this answer is correct. Many patients can be 
tapered off in 1 - 2 years, but some patients may require corticosteroid 
therapy for 5 - 10 years or indefinitely. 


Most patients show significant improvement within days of starting corticosteroid therapy % 
ESR and CRP typically revert back to normal with low-dose prednisone * 
Another diagnosis should be suspected if stiffness persists even with prednisone therapy % 


| Correct | 
Marks for this submission: 1.00/1.00. 
TOPIC: Polymyalgia Rheumatica & Giant-Cell Arteritis 


LEARNING OBJECTIVE: 
To understand the treatment of polymyalgia rheumatica (PMR) and giant-cell arteritis (GCA). 


BACKGROUND: 


PMR is an inflammatory rheumatic condition characterized clinically by aching and morning stiffness lasting 
for hours. Patients typically have significant proximal muscle discomfort, particularly around the shoulders, 
across the neck, and in the buttocks and thighs, that interferes with activities of daily living. Systemic 
symptoms, including fever, malaise, weight loss, and fatigue is present in 40 - 50% of patients. PMR generally 
occurs in patients over the age of 50, It is generally a recent, discrete change in musculoskeletal symptoms, 
with an abrupt, acute onset. PMR can be associated with GCA, which is also known as temporal arteritis. 
These two disorders may represent different clinical manifestations of a shared disease process. 16 - 21% of 
patients with PMR will develop GCA and 40 - 60% of patients with GCA will develop PMR. GCA is categorized 
as a chronic vasculitis of large- and medium-sized vessels with predominance for the cranial branches of the 
arteries originating from the aortic arch, Patients with GCA generally present with headache and scalp 
tenderness in the temporal or occipital areas, claudication of the jaw or tongue, and partial or complete 
monocular vision loss. Similarly to PMR, systemic symptoms are common and include fever, fatigue, and 
weight loss. GCA occurs less frequently than PMR, affecting 0.2% of people age 50 and older with a peak 
incidence at age 70 - 75. Both PMR and GCA are approximately twice as frequent in women than in men. The 
main goal of PMR treatment is relief of symptoms and has not been shown to improve prognosis or prevent 
progression to GCA. All patients with PMR should be initially treated with low-dose systemic corticosteroids. 
Non-steroidal anti-inflammatory drugs (NSAIDs) are typically ineffective or result in only partial improvement 
of symptoms in patients with PMR. A lower dose of prednisone is required to alleviate musculoskeletal 
symptoms in PMR than to control the vascular inflammation associated with GCA. A initial prednisone dose 
of 15 mg/day is suggested, but lower doses of 7.5 - 10 mg/day may be sufficient in smaller patients with mild 
symptoms. On the contrary, initial doses of 20 - 25 mg/day may be appropriate in an otherwise healthy 
patient with severe aching and systemic symptoms. Patients typically respond quickly to corticosteroid 
therapy with the majority experiencing significant improvement within days of starting treatment. 
Subsequently, the corticosteroid dose should be gradually reduced and many patients can be tapered off in 1 
- 2 years. However, some patients may require corticosteroid therapy for 5 - 10 years or indefinitely. 
Persistent aching and stiffness or persistent fevers and systemic symptams despite corticosteroid therapy 
suggest an alternative diagnosis. Elevations in erythrocyte sedimentation rate (ESR) and C-reactive protein 
(CRP) typically revert back to normal with low-dose prednisone in association with symptomatic 
improvement. Continued or recurrent high levels of ESR or CRP in an asymptomatic patient should raise 
concern about concurrent GCA or another diagnosis (e.g. malignancy, infection). 


RATIONALE: 


Correct Answer: 


e Patients must be tapered off corticosteroid therapy in 1 - 2 years - Many patients can be tapered 
off in 1 - 2 years, but some patients may require corticosteroid therapy for 5 - 10 years or indefinitely. 


Question #: 20 


1D: 57777 


Corect 


Incorrect Answers: 


+ Most patients show significant improvement within days of starting corticosteroid therapy - 
Patients typically respond quickly to corticosteroid therapy with the majority experiencing significant 
improvement within days of starting treatment. 


ESR and CRP typically revert back to normal with low-dose prednisone - Elevations in erythrocyte 
sedimentation rate (ESR) and C-reactive protein (CRP) typically revert back to normal with low-dose 
prednisone in association with symptomatic improvement. 


Another diagnosis should be suspected if stiffness persists even with prednisone therapy - 
Persistent aching and stiffness or persistent fevers and systemic symptoms despite corticosteroid 
therapy suggest an alternative diagnosis. 


TAKEAWAY/KEY POINTS: 


Patients typically respond quickly to corticosteroid therapy with the majority experiencing significant 
improvement within days of starting treatment. Subsequently, the corticosteroid dose should be gradually 
reduced and many patients can be tapered off in 1 - 2 years. However, some patients may require 
corticosteroid therapy for 5 - 10 years or indefinitely. 
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The correct answer is: Patients must be tapered off corticosteroid therapy in 1 - 2 years 


Which of the following characteristics is NOT consistent with polymyalgia rheumatica (PMR)? 


Select one: 
Significant distal ov 
EE A ae Rose Wang (ID:113212) this answer is correct. Patients with PMR typically 
aese sa present with significant proximal muscle discomfort, particularly around 
eae the shoulders, across the neck, and in the buttocks and thighs. 


Systemic symptoms (e.g. fever, malaise, fatigue, weight loss) X 
Acute onset of symptoms % 


Musculoskeletal morning stiffness lasting for hours ® 


| Correct | 
Marks for this submission: 1.00/1.00. 
TOPIC: Polymyalgia Rheumatica & Giant-Cell Arteritis 


LEARNING OBJECTIVE: 


To understand the symptoms, risk factors, and diagnosis of polymyalgia rheumatica (PMR) and giant-cell 
arteritis (GCA). 


BACKGROUND: 


PMR is an inflammatory rheumatic condition characterized clinically by aching and morning stiffness lasting 
for hours. Patients typically have significant proximal muscle discomfort, particularly around the shoulders, 
across the neck, and in the buttocks and thighs, that interferes with activities of daily living. Systemic 
symptoms, including fever, malaise, weight loss, and fatigue is present in 40 - 50% of patients. PMR generally 
occurs in patients over the age of 50. It is generally a recent, discrete change in musculoskeletal symptoms, 
with an abrupt, acute onset. PMR can be associated with GCA, which is also known as temporal arteritis. 
These two disorders may represent different clinical manifestations of a shared disease process. 16 - 21% of 
patients with PMR will develop GCA and 40 - 60% of patients with GCA will develop PMR. GCA is categorized 
as a chronic vasculitis of large- and medium-sized vessels with predominance for the cranial branches of the 
arteries originating from the aortic arch, Patients with GCA generally present with headache and scalp 
tenderness in the temporal or occipital areas, claudication of the jaw or tongue, and partial or complete 
monocular vision loss. Similarly to PMR, systemic symptoms are common and include fever, fatigue, and 
weight loss. GCA occurs less frequently than PMR, affecting 0.2% of people age 50 and older with a peak 
incidence at age 70 - 75. Both PMR and GCA are approximately twice as frequent in women than in men. 


RATIONALE: 
Correct Answer: 
e Significant distal muscle discomfort of lower legs and arms - Patients with PMR typically present 


with significant proximal muscle discomfort, particularly around the shoulders, across the neck, and in 
the buttocks and thighs. 


Incorrect Answers: 


* Systemic symptoms (e.g. fever, malaise, fatigue, weight loss) - This is a typical characteristic that 
patients with PMR often present with. 


* Acute onset of symptoms - This is a typical characteristic that patients with PMR often present with. 


* Musculoskeletal morning stiffness lasting for hours - This is a typical characteristic that patients 
with PMR often present with. 


TAKEAWAY/KEY POINTS: 


PMR is an inflammatory rheumatic condition characterized clinically by aching and morning stiffness lasting 
for hours. Patients typically have significant proximal muscle discomfort, particularly around the shoulders, 
across the neck, and in the buttocks and thighs, that interferes with activities of daily living. 
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The correct answer is: Significant distal muscle discomfort of lower legs and arms 
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